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Monoclonal antibody to growth factor receptor is prepd. by using 
soluble substance of human cancer cells as immunogen. Also claimed is 
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@erbB@- 2- related protein and produced by a hybridoma formed by fusion 
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(54) [3S9J©fc&] Ji»H^W1:^HC»T5^/^D-^ttft:©iljg*^Rt«Sc-e r bB-2*y^D- 
(57) [gfcfl 

&s k - b r - 3 T^bfc«a»&©&«iffl8a tm. 

tcSffcTSftc-e r bB-2t/^n-^5i«:t^ 
mm *%Wft.mt. c-erbB-2« 

#swtcR^rscits#ati,T*o. bis. »fcSL 
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(2) 

1 

mxm 1 1 t mmm<D^®K.®)&%&vmt vxm 

[»#E2] th?L«a8ISflcSK-BR-3©ig«±ift 

c - e r b b - 2 wasaa»c^swicEj6rr« H t £ 

&&tT£8x c-erbB-2t^ D-^Affift. 
[I*S3] /HyjH--7GFD-OA-pl8 5- 10 
1 (aiSfg^mi 2 206§) T*5M*JS2S«© 

[R*«4] §8#^2fcgB«©fc#£&fij£#£bT£- 

mxm 5 1 mxm 2 »ciB«©tt#s^^» t ux£ 

[0 0 0 1] 

^wicti c - e r b b - 2 wssaKt^-rs^y # 

[0002] 

[«*©ft«] «5^e?sfe»v sffi»5oaa»&n 
xt>*. -£©jgfe£^s«j<f. hr>t*>±zu>f)V--7 
£^-r-5©tt^ci-»+^— -ex* 9. tnttfflmaK 

t«&TA^<t5K#ffif5s reft. IBB&BI£:RH 
LJi5iEi^t©«g^fil!tt*^r-r-5S§^C^giiSn 

«gaiBy>&{fcSfsfS) Jg&fcTH:. a*©#ti§M£fl: 

ssttxaEae^t uxisttflssns n & nr» 

•5. ta>Ufcftt&. t:Mffl|gl:«»TH. Jl©»jg 
W3EftKS*e.n-ft:, Sfi?*i4SiJgfc£rfS&©?S 

flcS!^D-»^— if©51>, i&IHI&JfcgHi 1 (ep 
idermal growth factor, EG 

f> t^EGF©g$# (u-fe-/^-) iismrr^m& 

H-r*BI3SlfeTt LTMV>ffl^nfcc - e r 
bB-2Jtfe ; f [Yamamo t o, T. , e t. a 40 
I. , Nature, 3 1 9 , 230-234 (1 98 

6) ] ©ffifeg^gfcT&fcp 1 8 a*© 

t h&ttB8fcM>XK&^©WSi«afimg&© 

r bB-2St5 : J 1 ©lS^gJi)6nT^?). £&, H© 
c - e r b B- 2®&J-0>®mUmt>^ *-©)8JK. ftlz 

ass©^ & tav»«d**r n ttfKcji^tHfc'snx 

V>5 [S 1 amon, D. J. , e t a 1. , Sc i 
ence, 2 3 5, 1 7 7-182 (1 987)]. 
[0 0 03] c-erbB-2Sg^H, t>y^l:i 50 



#H?7-5 9 5 8 8 

2 

o egf u^^-me^tmmmm^m-omts^-i. 

LX3£.B.StX [S emb a, K. , e t a 1 . , P r 
oc. Natl. Acad. Sc 1. U. S. A. , 8. 
2, 6497-6501 (198 5)]. NjfcSg©^ 

±)v^.^Y\zu<wmvv^>\z\i.. 2^m<Di/7, 
7s/KS?ij©«^tt*«4 4xtis<. mmout-?* 

-©®§f£LXV>5£#A&nxtr>5. m&&rf-<Dfflf& 
PiVM> H ^ -f > t C *SS©SIffll H 

;M ><t<kD&D. W#H75yKBB5lJIC*^T, EG 
F Vt^-Ott— tf H^-f > 1 8 2%©itSV>ffl|5]te 
S^T. »«ttffil^ttJ: j e3 2 96t^<£V^ 

ia< 0*1— • v&&mmzm%t%z$nz> 3iofn 
^ *n?ti e g f fcjtisrr n 

TV*. S&. c-e r bB-2«firPtt«7-f >rt-# 
S©#Rtl/fc75' h©SSfig?n e u [Bargman 
n, C. I . , e t a l . , Nature, 319 , 
226-230 (1 98 6)] £ffil^ttiWg<. W&'J 
hlC^Sneutt HcfcttSc-e r bB-2i 
tt, I^D&£?£raLTV>£&©i«£ife3ftfc. 
c-e rbB-2li»fl4n 8 5 k d©*££©!|$& 
Wfc^/^gtl/T&fflSn, 73/K©-*«jg^ 
STpSSnfcfl-^Sl 4 Okd D*ev>Cfc*> 

<&. «sa©*§£Lfc?>^sx&s<t«£3nfc [a 

klyama, T. , et a 1 . , Science, 
2 3 2, 1 644-1646 (198 6)]. -£LX. 

z\<r>9»^mw^n\z^x, >\Zftgtf} 

[0004] c-e rbB-2©SSt^Stt (b?> 
X7*-A|g) fc^^TB. 7? h©neuite?©h 
7>X7*-AfiW, IMagffiSSSKfce-O©^ 

H#iB D . A a 5 >K legfc U fc r £ J; 0 

H#3n-5fc©X&.5;i£a<9i'&)W;:&D [Bargm 
ann, C. I., et. a I. , Cell, 4 5 , 6 
49-657 (198 6)], i©it*6c-erb 
B-2IC*ViTfe. *f£rr*6 5 9#@©75/K*V"< 

tneufifif tl^fillC. NIH3T38JJfi{C«-r5h 
7>X7*-AfiE<£®#-r«t^^nT^5 [Di- 
Fiore, P. P. , et a 1 . , Scienc 
e, 2 3 7 , 178-182 (198 7)]. C 
5tcSg©iBffl F*-f >Z*m\Z!R.m-$iiZ&g l lz£?T 
fc, t8fH©££.fcDttPV»b©©. *ffliah7>X:7*- 

Aigs®#i,#^. Hit. ±f3W£gat&#-r3i, c 

-e r bB-2tt,fc9iS^h7>;0*-AtB&®1|-r 

sct*<x#s. ^n^©b5>x7*-Aig&S5#b 

fct^Ttt. l>f lafe c - e r b B - 2 ^ >/^I©fD 
-»U>Kfl:»tt^±»bTfet3 [Se ga t t o. 
O. ,et a 1. . Mo I. Cell. Biol., 
_8, 5570-5574 (198 8)]. c-erbB 
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3 

[ooo5] v^-^^ttftitUTtt, &e=r-<Dm$% 

rbB-2tt, NIH3T3^b7 
>X^^~AT^gtt^^^ NIH3T38B& 
fT^ASftfcS V4 O^D^E-^-^c - erbB 

H3T3*HISkt b7>7,y*~ALtcM%$:^t£v 
IC&3«> HVZtfrZ, c-e r bB-2CDii5V^S 

[Di-Flore, P. P. , et al. , Sci 
ence, 2 3 7, 1 78-182 (1 9 8 7) ] • 

[00 0 6] c-e rbB- 2(01: hJSIc^tt^a&f 
*Bfcr>V>Ttt* *H&t&m$:*>btLtcmm\Z&^ 

[Yokota, J., et al. , Lance 
tj_. 765-767 (198 5) ]o a»tCOV>T 20 
HU t ha«ta«A*©««iBfc, c-erbB- 
2 0»fi*iB*a*B»5nS2:i [King, C. 
R. , e t al. , Science, 2 2 9, 9 7 4 
-9 7 6 (1 9 8 5) ;Yamamoto, T. , et 
a 1. , Nature, 3 1 9, 2 30-234 (19 

8 6) ] fk^\t%m\mhmm<D^m<o-^ 

©S^T» c-e r bB-2»g?«!>«fi**ji&n, * a? 

V^JlisWSKSnTV^ [Slamon, D. J. , e 
t al., Science, 2 3 5, 1 7 7-1 8 2 
(1987) ;Kraus, M. H. , et al. , 
EMBO J., A. 605-610 (198 7) ;Z 
bou, D. , e t al., Cancer Re 
s. , 4_7, 6123-6125 (1987) ; V I j 
e r, M. , e t al. , Mol. Cel 1. Bio 
1., 7^2 0 1 9-2023 (198 7) ;Guer 
i n, M. , e t al. , OncogeneRe 40 
s. , 3_> 21-31 (198 8) ;A1 i, I. 
U. , et al. , Gene Res., 3^1 3 9 
-146 (198 8) ;Tal, M. , et al. , 
Cancer Res., 4JL» 1517-1520 

(1 9 8 8)]. ^mz^xh^m^fi^mmmom 
\z*n& m^mMo&$tiTcwx\mt>fr\z : ¥&& 

Mfritz [Tsuda, H. ,et al. , Cane 50 



ftH¥7-5 9 5 8 8 

4 

e r R e s . , 4_9_> 3104-3108 (198 
9) ] . 

[0 0 0 7] Sk±<D^o^S:<O^X^X\t, c-e 

r b b - 2 ^ ywmzM-rzmfc^*; 2 u-i-)i>m 
f&&m&m\z^T&&?%jj&bm%2n*D-D$>r) 

[Masuko, T. , etal. , Jpn. J. Ca 
n c e r Res., &0_, 10-14 (198 
9) ; Yamada, Y. , et al. , Jpn. 
J. Cancer Res., 8 0 , 1192-119 

8 (1 9 8 9) ] v c-e r b B - 23K®£^gtl£S 
ITfSttfrtbTfc. MA«c-erbB-2jgfif0 
C*^®^g^T^#U^n-^K^ pAbl 

(T4 8 8 1) [HJ h>A*>f;tlMx>XttK (Tr 
iton Bioscience Inc. ; Al am 
eda, CA) ] ^ *T-VV*<1>&tUkt&$V 

9 n-^MS\J» Ab-1 [t>a^->^X>XttK 
(Oncogene Science Inc. :Ma 

nhasset, NY) ] ^ c — e rbB — 2 <DfflJS& 

^vH^-f y^mwrtrttj >?u-'?)vmfc. sv2-6 

1 r fcSCdtl* (N i t i r a i Co. : 

Tokyo, Japan)] WSl^nW. 
[0008] 

m* mz%M<Dmmtfem\z$>^T, znmmvm^ 
iimsTviry^" (fesi^fiifif) zmm-z*: 

[0 0 0 9] *^W«*rc> t hfLffilffiB&flcSK-BR 

mvftmmi&tvM&z&QM&ztitc/^yv f-^ 

\Z£*)m!kt<n. c-e r bB-2PaSSHlc4$SW 
lc£j£T£Sic-e rbB-2^y^D-t;»Sg 

[ooio] x£*xhnw& ¥f\z%m<D&mixxf 
[ooii] *mwmt>\t, ±iSB»^e>ftser3S£S 

n-i~)\,$imtm&x%z> z. t*nM? tmz. 
t h fu&mmwx $> z> sk-br-3 e>±fB#i£ 

\Z$E~> Tlac-erbB-2*y^D 
fcjflS&U ZL Z \Z*m\*7&$L*tZ> fcMo £. 
[0 0 12] 

mm<o»i®{t®zft&&m£ ltm z. t%®mt? 
%mmw^\s^7$-\ztt^ttjvu-j-)vtmv>% 

Rtfb ha»ifflBattSK-BR-3T$feSLfc 

m%m®o&&mi&t^%m®<Dmm®t<DM&\z& 

DMShftM^U F-TK:<fcDS£2nc-e r b 
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5 

[0013] ^fc*5iw^<tna, /W^U F-V**G 

FD-OA-P185-1 (ISXWS^1 2 2 0 6 
[0 0 14] c-erbB-2iiiie 

[ooi6] *%wtfift<D®&\t, ±m<Dm*> t mm 

tmmzLT&mrz. z.ti\z^xmmmi L u±^ 
-\ztt?z>mm&iftz®mzitiLmxzz>. cc-c±e* 
nm^v^9-\z\t. mx\i±.^Bm=?\'tt*- 

(epidermal growth factor 20 
receptor; EGFR) . *f >X U >«*/&ftKT 
(I GFR), ii/JxtfS^fiH^U-fe^ 
— (platelet— der ived growth 
factorreceptor). MWM^ 
(CSFR) **tfi^n*. 
[0 0 17] *S£WKc-e rbB-2ty^D-t^ 

Tztb®-Uomm& (fi&Mttt) fcUTB* hMLfttt 
fi*SK-BR-31BeiBC!)"5I*ft*3»«ffl^6n*. 3? 
ftMBHU SK-BR-3 ifflfi&cfc 0 a«©*ttfc«V^ 

s. ::^TfflU^n^sK-BR-3aa^tt»»T* 

3> (AT CO IC^ffc$ftTl>& [Havel, R. 
J., et a t. , J. Clin. Invest., 
34 , 1345-135 3 (195 5) ^#88] • 
[0 0 18] ±BSK-BR-3«IBOir»ft**jHSE 

mm?&Z£ifir&& MAtfHan f 1 and, 40 
P. , Chem. Phys. Lipids, 1 5 , 1 0 
5 (197 5) ;Hanf land, P. , Chem. 
Phys. Lipids, J_0, 2 0 1 (1 9 7 6) ; 
Koscielak, J. , Eur. J. Bioche 
m. , 3J_, 2 1 4 (1 9 7 8) ^M] . 
[0 0 19] Btfrtttt, «fc0A#ttfctt. W*tf±Bft 

fLMhORWIBBIUaB (#86iffl&) tca^ilS (h 
ybridoma) SffrSU ^n<fc0c-e r bB- 
2Ha£a®£^TsmSft#££&t-£^-D >£ 50 



#^¥7-5 9 5 8 8 

6 

>f >AftK*^A^£<fc£77^~x^D^F^7 
[0 0 2 0] ±CB«MBcDWBir«v^Tjm»»* IP 

fc. SK-BR-3*B©lI«fc«Trlt«Sn*«W6 
ttflJMbfctMRfe Art, AT. Wl*a&tt«fi:J:D8 

[0021] ±Efc*vJT^^6nsfi#tuTtt, a 
±o»aish&sajt <7x#u-xffltMfc wawe 

1 -6 1 3 5 0*£S) %<D\Z*\ #U'JyX #U£f 

[0022] *fcts^iaitUTia, a*©sre«>fftfi 
tt75/at73yaftj«iiifta*^ mtf^u* 

Jk 7a>5?7*ftH» ^^-J^7;i/xt 
b\ Xj>5/>7JlorfcF, 7v#7;P5 ; t H^OlgKK 
i^7;Wr fc ; tt-)Vmttt-)V&t 

MjfcHN, N' -o-7x-l/>^vH$ 
F\ N, N' -m-7x-l/>y"7H5m^l/ 

N-t FD^yX^yW ^ FXXx;H& 73 /»t 
**#*^>«tft73 Htt^S**a«©^^HIS 

7^;^M^5F, l-X^-3-i^-f V^Dbf 

m+ 73yat**#*^iSt*75Fie^s*sa» 

Sfcp-i?7!/-9A7xri;VB««©y7*y^A7 
"J ^#>«» taft©^^? HIS^WJ«K«lt 

[0 0 2 3] ftftHU «*tfv»>xs«wcio»iem 
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(5) 

«. ±£ft&ffiK£&ii&!fi#^fu >m.mmm (pb 

S) ^4a^m*^Tji^&i8ffil^Rb. BfMfciO 
ffl#©7^:xA*>h£:#J8bT, fciiiftfelC 2 ~ 1 4 B 
»fc»IHJS:4b. *g&4fi=W& 100~500*tgA 

MBfct-Ttt. ±BB£*m4©ft3Bf£lC«fflbfcBE 

fflsn-siBEtt. to7LYi.wm.rn (fcs) 

mttmz n 5 % f c sasjDR p m i 
- 1 6 4 o^mmzx^m^ i o~ i o ofstsagb w 

>F&SWi77A£^£©a«^T*S. 

[0024] ±t&mm®tn$znztitfi<D®mmt 

a*©fe©. fl^.Hp3/X63-Ag8 (X6 3) 
[Nature, 25 6, 495-497 (1 9 7 
5)]. p3/X63-Ag8. Ul (P3U1) [C 
urrent Topics in Microbio 
logy and Immunology, 8 1, 1 20 
-7 (1 9 7 8)], P 3/NS I — 1— Ag4— 1 
(NS-1) [Eur. J. 1 mmu n o 1 . , 6, 5 
1 1 -5 1 9 (1 9 7 6) ] , Sp2/0-Agl4 
(Sp2/0) [Na tu r e, 2 7 6. 2 6 9-2 7 
0 (1 9 7 8) ] > FO [J. Immunol. Me 
t h. , _3_5, 1 -2 1 (1 9 8 0)] 9*5? MCfe 
W-52 10. RCY3. Agl. 2. 3. (Y3) [N 
ature, 2 7 7, 1 3 1 (1 9 79)] 3£©#fiiK 

[o o 2 5] ±mf^mmtmmmfmmmtom^R 30 
mx.yi-v-vvxf'i >e (mus 

t e i n) ©^S: [Me thod in Enz ymo 
logy, 73, 3 (1 9 8 1) ] 9fc¥UTfr&'5 H 

^ffiJtSO. flAtftf'Jx^l^'jn-jV (PEG) . 
±i>y-<V-1)VX (HVJ) 9©#ftTfc, maoism 

rtt-r^s. *fc. m&mm (®miK£) icts^i* 

n«im&mmzttLT&&m!&&m 1 ~ 1 otsnrnm^ 
&Bra©*@&ica&&ffl2ti£&a©t>©. ct^«r 

PMI-164 0&&, MEMgilS, ^O^ZOW&U 

«sic-«ic5pjffl$n%t>©s^-c#. ascnes 

Jfttt^B&JgjfiltS (FCS) ^©Jil}gffiat$ft^Tfe<© 
*t«fcK l»£ra±!2&&lffll&£^KfffllEMIHJl&£©»?r£ 

bfcP EG&?£. W^tf^SH 1 fi 1000-6000 50 



#H¥7-59 58 8 

8 

eg©t>©&. »firigifiK:ift3 0~6 0w/v%©£ffi 

Djg-rniilCtO, flrM©A-f ?u H-?«sn 

[0 0 2 6] #&n£BfS©/vT7U F-T©#&!«, 
®#©3B<Ji&ttS. 09;LtfHAT«Hfi (ttf+D-^X 
7$/-7"U>Rtf^Si?>£^tJJ§iS) -c^-rscfc 

tctoff^ton*. KHATe*T©^?itt, Bwt-r 
testis. 

[0 0 2 7] @«St#g£fc©fcSiiH:, WAtfEL I S 
Afe [Engval 1, E. , Meth. Enz ymo 
1. , 7JK 419-439 (198 0)], -fy-? 

X#?hfe, tWD-- (Ouch 

te r 1 ony) ft. 5-WAy7yt-f (R 1 A) 

^©-jKicftfrro&fflfcffl^ sn-ri^-ss* 

ItR&D^ri^&fr, SI3 0-5 3H. B8W5 7*f 
3/§5B#B8) CftV^irt -5 C©«fglC 

[00 2 8] *<l/T#6Wc-e r bB-2W8£ 

eg s sii-r -ssfM©* / n -^-;i/«#sg±-r s a 

M^J F-v^6©#£91*/£n-^;vSi#©«J& 
tt, i;W^JH--7S. ^ffiC«£oT«SbT*©*S 

«±«rtbT#-5^ra*, /w^'j F-vSr^nti@-& 

tt©**«&»lWc&#bTliJ»3li, ^©Jfi^tbT 

iir#©#j£tt. E«*©ia#£ 
#s©tcSbT*0. &£©#&«> tt#©*Sfigfc: 
ffibTV**. £fc±E©^£<bT#e>n5tft#tt. 31 

mo)m%o^m\z * d st»-r s £ t s. 

[0 0 2 9] #fg§)ila#tt. cnS^JfflbT, 09Atf& 

^KlCfcD. c-erbB-2aiIS@S(8M^ 

[0 0 3 0] Ssfc, *56WSt«:©sfiJffl»C«tntf, m*> 
©c-erbB-2 W«SB®£. fc&Kf&JC.}: 

wtcfiurf'S^atTSs. KTjffitbTB. ®#©» 
i a) , m%ft&fflfe& (el i s a) , ft&imm* 

-t77 D-7 > 9©ffl*lC*%Wta**^* ; &*^. 



—627— 



(6) 

9 

i gGStflc&fcDgiagifrss 

7;V21*fcfi&fc#8Wffi#£K£3ii--5., SI 
^TS^fr, W;Ui»jJ§fcbfcSM&£ 3 2 P. 3 5 S, 

-ft, H^tfcKftSWAU (Laemml 

A«. 11 Ot^roEST-K^HT, #U7:?'JJKrS 

Hy;p^o&SDs-*'J7i"j;v75 K^a-ma* jo 

It (SDS-PAGE) Sff^^CtlCtO. *S9i© 
tt* t^SMICKirr 5 c - e r b B - 2 813^6^0 

[0 0 3 1] ±gBfc£fcfc*V>Tfc#iLTtt, m 

[oo3 2] xftwififtvmmvumti'Tte. tfjvar 

5 7- If, M-^+->y— If, 7MU*X77^- 

^©sa©^^ 3 3 p, 

[ 3 s S] v'X^-f >, * 3 6 I, 1 3 1 K MJ?>> 

ft;t«<fc^ [Nature, 1 9 4, 4 9 5 (1 9 6 
2) : A c t a. Endocrinol. Supp 
1. , 16 8, 206 (1 97 2)]. 

[0033] *igfciami, mmftmm<itsx\**%mtrL 

t7?T5'J'X. t7rn-x, #ux?v>, a 
iffi, rt^+S^^V-feJl/O-X, -f*>£lfc8tl!M, x 

-:/. ?Mn>. ^f^XVf-X, 81. #U75>-*? 

yjWrJHtft. $u®m£\zjzz>&#iis£m m&umt 
UT^;v^;v7;Vxt k, 'vHr^ww v->7?— 40 
vm^m\^) , ug 1 K&\z£z>m#m&m&<D{t¥ 

ffilCfc^TElfc (fc&SJfc) tt. fi«4 5t:e^T, 
Jf*t<l44~4 0-CSg©M^-e, Sc^~2 4^|S3 

[0 0 3 4] *><UT. *5SWiri#«:fflV>ntf. fS<S 
K. Sttffifc, ft#*©c-erbB-2KasaH* 



#W¥7-59 58 8 

JO 

[0035] ^<b*55^tt#5&fijfflufc«s«^r;fc 
«g£&©tft£, i&gftv* baffle. ^#ictoa^T? 

[0 0 3 6] *5gEfifii#©t hSfflBSflc^-T-SailgPi 
§KKtJ;n«, *^WtliftttSK-RB-3aBa^A 

- 4 3 1 mmztj-rzmmmmttffizirrz - 

stu c©c:ta;D*^wttmigMaasa^ffi^wr 

LT^T-i&D, *^WIC±n«t Mfctf-*-©«j©»ifL 

[0 0 3 7] *«W$iHSSlIB» ±gg*/?D-:?-MS 
#*-£©&S&#tUT##T3w£££*,>:l,T> <fi 
ttSfcOKajftffirtM;:©*^ * D-*;Wft#fcffiH 

v»K??ja«ti©^i6ts8B$n5. rci-efflv^nsfi 
tttbTtt. n«3n^>ssij©ffiffl^icj£:i:T, afsr 
fiffl^ns^a©*)©, mmm. m& 

», cn&femMGMf&ftvmbmz&i&mzfsm-z 

•rtoifi&to. ^tzmmMmmtLx\tmmmzm^ii 

&#O&mz&vmt£ts.L®Z>&m&0)1&Wi$:i>&m 

t#-5. ±.m^-fti<DMmh%m\zm>m$i-czz>. * 

[0 0 3 8] *8fli&*$©12^SttKHai©iS:#7j 

©fi*t«o. 0000 i~8oaaxe*a#snst) 

©tTS©*iJ;<, C©SW?Jtt-B^A-AS0iKj0. 

0 1 m g~i omg&momm-vmfaztizo&ft&v 
a>< UT*5EM^«e»9©ie#cin«. nne^is 
4-^nfcffi#©#wic*viTii)iffi«iT©ifflie^*^ 

[0 0 3 9] 

[jsw©^*] *»wicfcn«, mmm? v^rf9-\z 

rbB-2*y^ xi-+hmmsmift*nR u&a. 
ffi©^»f»&r«&a(^Sft$n-5. 

[0040] 
[004 1] 

waswi] 
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[0045] *lC#UX^l/>^U3-;W40 0 0 



11 



CO ±DA^Lfcth^Hje«cSK-BR-3 m Jt^ttS. «T rPEGj <LB&»TS) 2ml£ft];e 

f£##ATCC HTB3 0) 5%^SttFCS T, (J>o < 0 £ 1 ~ 2#Pnl7^igi?. 1»B»BU & 

(^~y>#--T>/VfAttW (10 V»T3 71Cfc«fib&*l&JeJll* (FCS) 

0 *tt/m 1 ) RtfX YVZfY^^x/y (200mg/ RPMI-1640J&Jftlml£i3>t><D£l » Wtt* 

ml) tSlDtftRPMI-1 64 0** (BTKSSSItt ttT»*. l»Btt«U KfcHK2m 1 ft»AT2» 

W T> 2 2 5 cm 2 ^7Xf 7^afSS«7 7X3 fflttll, afcH«4ml ftjD*T4»IBft*Ufc. * 

(X^DX ft£->K-^^f MtW 3 7tTF* V>T* 3 7 < CIC«SU&1 5%FCS, 2 0 0mg/m 
5XCOi *frTfc**Ufc. ^ lKiXH/^K-f3/>, 1 OOU/K^y'JX 

[0 0 4 2] ±GMBWMB»tjASl/S:^ JMi7U 5 4mg/ 1 >f>9^4*s>W\m 1 e;V<-h££ 

-©**«-C*V^ *<D&, W&mWi 5 0ml IC ft] A #"TS RPMI-1640 («T£tt£^:£R PM I — 

fco 3 7tT7 2^>^-Mfc& fgg$t£ 1 64 08«tV^)- 8m 1 * 2-3#m#ttTjD*fc 

*»TT«», l«B®fffr«Nt»fc& #£tifcifii»:7 2 0 0Xgt5»WM»BUc. _tfi?£®3!&£ 

U-0*»2 0 0m 1 ft4«^77D-YM- 1 OK U 3 7 < CI;:ft&l,£:§S£RPM I -1 6 4 0SM 

(ffiS*:Mv *yht7ll 00 0 :T5n>ttS) fc, WUfflfi 1 x 1 0 6 ®/m \ ttzZ&o \z!&®Zi£ 

ft«*U&^77n---fe*-^-f^82 0 0 (75 &. #tC> £©M«S9 6£x*:/l/-h (n-x* 

n.^ri-tfaW *ffll>T, SH&tfXfcTftlEUT* » -a» ©£»>x;H£0. lmlf^»ftU 3 7t, 

*±»fe2 0*t8 0«tt:»»bfc. Mb*. 0. 5%CO a , 1 0 0 %m&<D<1 >*:x^-^-fcTffig 
2 2nm5U#77-f;P*--CiKaU -SO'CTSESS <a? Lfc e 2 4^ffi> 5mMt#**>f>, 2 0m IT 

[ 0 0 4 3 ] © tt#££/vf 7y F-T©WBi-* h U -XttW l 0 % F CSSJ^R P M I - 

Xt? 1 6 4 OigJfe (KTCtl* l"H ATJgiftj t^5) © 

±IB®TiigbfcSK-BR-3ifflJBO2 0^©figSa 0. 1 m 1 To£ft#x;i4C«ftll,fc. ±?S£2 

Ul-OOitlS, H*©7n-f>H^75?aA>Ht BBfttf 3 BBfc-th-eftO. 1 m 1 To«3IU mv 

mz, m<DBa lb/c»7W (6Bft* B#^*- V>HAT»»0". 1 m 1 ?^*to%.T%&&Ltc. ^0 

im-8JU:DA¥> <£K&rticS^LT$fc8EL ±E«0a»&2-3B**fcffa:t>fc. 2ISSII 

Htt4>HS«2B. 3«Q*&£Httfcl H«fc±***3IU 5mMfc#*1r>5P>Rtf8 0 0 

TSMOSMFU «»a#©7H*fc3EfcSK-BR-3 1 3 1 5>?>&dtr£±RPM I - 1 6 4 Otttt (HT 
89B<D8 0fgjgtS««ifi2 OO/iI £Htt££ftl£&b 39 ^tl*: rHT&ifej tV^5) fcfW.fc. £l& 

TfcftLfc. M I — 1 6 4 OttJtTCJHHttt bfc. 

[0044] AK^OSBfti^ ftftLfcT^X^D [0 046] ±GiftfftCJ:d«BBId«. 10-14B 

TY<;VX^>^©*S[Milstein, C. e 9 6 ^x^l— h<D&Katf> 1 /4 Sfiaft&ttJ; 0, 

tal. , Nature, 2 5 6, 49 5-49 7 (1 ft&mMt LTffiWcSK-BR- 3$ffi4>g|£iiiC£jK 

9 7 5)] ^*^Lfc*j£fc<fcr>T»!BSi^^aT<?>a JK&LT. S&ft&ifc (EL I SA&) iCT* «H±« 

RPMI - 1 6 4 0«6Tr3Htt#U RttlCtt^oa (Method in En z ymo logy, 7 3, 

»ttSTWfiIISP3/x6 3-Ag8Ul 3 (1 98 1) ) fc±0, /Vf H-^OJD-^^ 
[Yelton, D. E. , et a I. , Curr. 40 jf*ff&o&. ft, ±E»C*^TttlRfcLTfflVi&SK 

Top. Microbiol. Immunol., 8_ -B R- 3§BlB©^lBttaTfl!>±5»CUTBI»La:. 

U 1 -7 (1 9 7 8)] feftSUfc M7!)X 5KFCSSJDRPMI -1 64 0igJftTSK- 

WWURtta. 1 0 XJBPPfiHtftWJhfll (CBS : A BR-SIHB&ttSfk *t>&SK-BR- 3MBfcU 

>f^n->.5#9hy-X|tW SftlA&RPMI- >&|gffii& (pH7. 3) [1 0mM»J >ffi&tfl 5m 

16 4 0««+T 1 0 Ommffl^SSini (3-->^tt M N a C 1 ] Ttt»U 41CT4 0 0 X gTSt^S 

W ±T3 7t;T, 5%C0 2 T"CWH/T«lr*. ± &&tcmm*imM®m (pH7. 4) [2 0mM 

GI*tDB&1IHWIB&&aiBftttlO : lt:a:«J:9 1, 4-K^7$>>3>x*>iBH-NaOH. IrtiM 

tC5 0mlO^a-^rtTSSlb, ^e > nfc«3fiS'&^ MgChWSmM KC1] (2 OX 

*2 0 0Xg-C5»BBS4«* ±»*/XX!y-*lf^!y Ufc. liBO*^^*- httSfi)4 , CT? 1 5 
ht?S5£fcR*bft. ±*<0«fftt3 7X:tCffifiUfc* 50 0 0 X gT5»IHa4>»«U ailBO^W^ hSX^ 'J 
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n. i&tmvmmmzm i «pTg&bfc. assa* 5 0 



[004 7] ±gBTSSKUfcSK-BR-3*8B&<D)6K mM H e p e s ££tJig#8«» 1 1 OmM U > 

&#iB (IX 10 s <S) S5 0w 1 M)X8#Sl£ (PH KtM-'JSA (fOJtJBIIttS) , 100mM7^h 

7. 5) [2 0mMh'JX«SR«5 0 0mM NaC USA (WJKfc#!tS» . 4mM EDTA, 2mM 

1. &TF TTBSJ fc?g»U 9 6l)i^ PMSF O 3L-)V^)V7,)V^-)Vy)V^y^ F, -> 

£D:/1/— h©^x;HCS^v 4 < CT8l$W'f >*;i #)l4tS) , 1 %h'J h>X- 1 0 0Rtf4 0 

^-h-T-SCifciOn-h («S) U&. *^T±ffi OtfM^KA'^i^K^HJSZO (pH7. 4) T 

#>)iM0. 0 5%^>r->2 0S:^tfTBS-C3|Bl 41Clcr 1 PSIBInJigfcSlifc. 1 2 0 0 0 X g 

»c»b&. Hie fia»©#^s«®Siis^S5ficic»LT -ei o#K8«k#BiLTii§s£u #e>nfc»iiis#«jt<» 

2 0t:-Cll^W. TBS4MC3 0 On l/»7x;V©0. JO ©2 0 0 u 1 £c - e r bB- 2fifi^^lC^WI* 

IX (W/v) BSA (3->©77i'v'3>V :§gl Rto-fZ*; ?U—)-)V&#<D-XX9 

muttm -cf hut. &v>t. o. 05% 

y^->2 0*^TBS-e3IlIft»U A-f^'JH- [00 5 1]® fegit&tm»i*«l 

V±tg5 On l/ml-?-D%&$x.MZto%.it. 20X: ±gB@T#fc*g$iK200w 1 9 

-ClttRUMtt. tfxlH£ft»U SOOOftCffiRl/ 7*ft&nfcBtt?n»->l 0 jt 1 &efl&U 4"CT3 

fc5 0 1 ©7MU7*X7r?- \Z\Zllv7**)>>f BJIBH >+a^-M/&. IC. ini:^Df-<>At 

Sftfclr^ttT^XJBaya^U^ttff (A-f*>?9 77P-X (7r;PV->7«:K) 20/iim, 4 

Htt» SfcSx/HCiHAft. ^-hS2 0tT?lH 1C, SttNK h Lib. EtftfgiSfcl 20 0 0 

m >*z.<<- h ufc«. *&£©&£#£&< fc«e>»c xgTi o^ns^m,. *©ttP*4&£»s#ffl®sfi8 

tt^L-fc. 20 (pH7. 4) [5 OmM Hepes, 1 OmMbTD 

[00 4 8] -toft, 5mg©p-r:hD7xnjVU> 'J >K± HJ S A. 1 0 OmM7yfcthU'>A, 4m 

m 0W#- 9y FttJI) *^»^-«SSSt©5 0 w M EDTA, 2mM PMSF, 0. 05%h'Jh> 

l/«7x;k<£lD^., %eSJ&^0. 5M NaOH©5 X - 1 0 0&tf4 0 0 /iMtf h/I^^VK^- b 

0 jt 1 /Sx;W-&JP^-5Ctfc«J;r){?Jt3-ar&. A] fcT3®tt#t&. iS<M*lfc©&. itK&£5 0 u 

Sr-fA/'J-^-N J 2 00 0 (-f ? FltSD 1 ©73X-JW©g»fSIC!8Sd-&, 110tT5»K 

TSJ^Ufc. •< >*a.^- h b&. •€-bT±ffiiSSj8cSVAU©*j* 

[004 9] tfKLT, 7 7 4f>iW0. KJfrftStt [Laemml 1, U. K. , Na ture, 22 7, 

9U-*)Vtm&MSi-tZt\<1 7V F-"? 68O-685 (1 9 7 0) ] KftoX. 7. 5X#y 

i7*&#fc. cineij-en^n rGFD-oA-p 1 79 ojvts. Hy;p&fflVifcSDs-PAGE»c.ko» 

8 5-lJ ~ rGFD-OA-pl 85-1 7j 30 Wl/fc. Si, ifESDS-PAGEKffifflbfcSDSte 

o> ftaEtw*©&»©!oK©^a > (#^2 ooooo), xsmp-nyv h->^- 

±E®-C#fc^Htti'D->IC-3^, £3W'J if (SB^l 1 6 2 5 0) . *X*'J?~tf «H*9 

n&c-e r bB-2»^li&£&gifcP$3i**gfi: 7400) , BSA (#^§6 6200) KfffTA^ 

€«WT-6^S*V SmSfr5-^CXi"J-n>^© 5> (#TS4 2 6 9 9) T. ^T/H* • 7-y F*tS 

£16©fc»©&8ESiJiC£. «T©SD^L.fc. T**. 

[0050] bps, &-rsK-BR-3mmom&mm <s> ft«atis*u&/w:7*y v--?0{ru-=.>>/tm# 

nt%&mz* 1 PTgsiufc. **#&© ©sjgRims 

^[Kastiga, G. , et al. , Metho ft&ttMV1tr\'(7>) H-^©^D-->^±, 9 6S 

dsEnzymol. , 1 0 9, 609-6 2 1 (1 9 40 MCfflJ&fcO. 3«l/Sx;HCftS«fc5fc:*& 

8 5) ] C^T, irfSK-BR-3J8l&©lx 1 0 Rt-&IBIM&fi&lC«tt>Tff&t>fc. ?n-X> 

* <1/1 0 0mmH©£&ffi8!fl&£>J>8:7U-:5'K/ ifO®**±tf jffifcoT5y h©K^«fla& 

'J >#-g«8£ (pH7."4) [119mM NaC 2X 1 0 s <B/»7x;Vtfe«J;5»ClOAfc. 

1, 5mM KC1. 1. 3mM CaCli, 1. 2 [0 0 5 2] ±E8f£©i!Sm. 3fgl&f?l/fcl&Rf0t€SI 

mM MgS04 , 2 5mM NaHCOs. 5 OmM IC^fllU 3 5 0 w 1 ©«S«ES:^*T!Hce$?Ufc. 

Hepes (N-2-bHD^->X?JVtf'<5^>- 1 7 ©/W^U H-T©«ti*^±Et&«t5»cUT#e 

N' -2-X^>x;P*>K, ->^T^5*;uaS) R nfc/W^U H-7ttGFD-OA-p 1 8 5 - 1 ilfr 
tfO. 1% (w/v) BSA] "Ci!t^b&. ^IC, ±12 ^U&feOTab-pfc. 

«Sffi«)®S s 2 Pi (18. 5MBq/ml, -jl- [0 0 5 3] 7'J H-T©ttfili^©ji0fT^ 
-f >^9>H • S^UTttK) SfflUT, 37*C-P2^ 5£> fc. BPS, 5 0 % (w/v) ffifPCJSKT^xSA© 
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j&tatc£0i£S2ii\ 14 0mM'J>8SI«t (pH 
8. 0) *KHfg#;*ii\ ®Bi&(D-fem*yyj~7- 

4 0mMU>Rth»JWg»iS[(pH8. 0) 

10 0mM^X>8th l J'>A (pH3. 0) TS&ffi 
ffigfc^T&tnStt, &fflfc£tf*T*ftpHI;:i5lE 
U -2 0tn?«<fftfco 

[0 0 5 4] ±IBT#enfc*5gMtt*S^/W^U H 
-7GFD-OA-P185-1H X^ftffiK&£<fe 
X^tt*|fW?£0fiC fGFD-OA-p 1 8 5- lj &5 

1 2206§ (FERM P-1 2206) JTW. 

[00 5 5]© *s?a-j-)ift{mm±m<Dmi 

iEA^f^U F-TGFD-OA-pl 8 
RPMI-1 640effil:t, 5%C0 2 f3MTFT> 3 
7t:fcT9 6WW««U Si^3 0 00 rpm, 1 

[0 0 5 6]® tftSttfrDKfi 

±I2©T#£n£A-f K-VGFD-OA-p 1 8 
5-1(0 1 x 1 0* W/UX^> (7;PHUy 
^ttK) £&ffiLT*5^£Ba 1 b/c ^^XKlgK 

[0 0 5 7] KSg^otftfl:^ h (MO 

PS kit;, A-f * • 5y HttS) £ffl^T*»L 
T* ttSSi#GFD-OA-p 1 8 5- 

[0 0 5 8] ETF* ±ETf»6n&*»l»tt#©f«t* 

[00 5 9] 
[%MM2] 

v^x^/jrn-^Atti^^^xHSW+yh (A 

D-^;l/$t#<0*^jr9XBt, IgGi«T*oft. 
[0 0 6 0] ® JWWtl/'W 

%FCSS£iHIRPMI - 1 6 4 0^ffilCT, 3 7tTF* 
5%CO* l 0 BK-f >fcf hDlCTJgUL 

[0 0 6 1]® ttftcD^ffi 

Sfsu^c c - e r b b - 2 mssrrnmnmm&o 50 u 

g/yx.)l&^tbu-h (4t> 2 4^(19) Lfc9 6»> 
xJ^UX^P>^?-r^u^^»h^ 1%BSA0D 
0. 0 1MU>ttttfl*B (PH7. 2) ^ 4TTFfc 



(9) #W¥7-59588 

J5 

» *«^T, c-e r ■bB-2«e?S«)Biagafc 
IS£Lfcft**i»fcUfc. SI±»<08X1 0< <gtf&8? 

[00 6 2] 

[##wi] sK-BR-3^aa*<oy-if>^py h 
#tfr 

c-e r bB-2&eTtt. EGFRfifiT^OffiHtt 

ftr^/mMm-vms oxtM^ztfrz. egfr& 

38»fc«arst FMBBfln?** A - 4 3 1 fl|fi&# 
i0 JHfcUT, SK-BR-3ifflSa^c-e r bB-2®£ 
^SMB"*"**^**. U&CDc-e r bB-2mR 

[0 0 6 3] C©t»fc*V»THU t h±/&KSfflSS#cA 
-431 (ATCC CRL 1 5 5 5, Fabrica 
nt, R. N. , et al. , Proc. Natl. 
Acad. Sci. , U. S. A. , 7 4 , 5 6 5-5 
6 9 (1 9 7 7) £/BV>fco 
20 [0064] SK-BR-3*MS£A-4 3 lttfifc, 

NA©»tHfc*tf-5y^«ftiicftiy— !f>Dy h##r 
tt» XX* [Suzuki, M. , e t a 

1. , Jpn. J. CI in. Oncol. , 1 7 , 1 
57-163 (1 98 7)] fc*3T*IBLfc. 

[0065] %&mmm : i ~m#mn : 5 \z^Lfz 

S^StU^i'l/tfH^D^fc 9 ISDN A 
C?75<{ F • AW^-^XxAXttSS) 

[0 0 6 6] E#J#*§: liC^tU^X^M^F:/ 

K ya-^2Ri;^D-^3«> c-erbB-2fi 
fiTift©WWH«^>(2-2h 34-5 2^2 
5 4-2 7 3) ©EMftn-Hr^mRNASBB-r 

s. ^d-^4I4> gammas F*-r> (654-6 

40 7 5) ©EWfc3-F^mRNA*B»r*. ££7 
D-^5tt, BeofflBRF*^ > (1 0 5 5-1 0 7 
4) CDE^£3-FT£mRNA£K^T£o 
[0 0 6 7] hF0-7^>mRNA0fggl;L 
?t>Olj& [Honda, S. , et al., Jp 
n. J. Cancer Res., 7 9 , 6 6 7-6 8 
1 (1 9 8 8)] fctfcoTfr&ofco £fc* iH^fiv- 
^-<hbT^ffFK^^OU#V-ARNA (2 8S£1 

8s, yym^y^m e«^jt. 

[0 0 6 8] SK-BR-3«tt£:&Vvr. IIAftF* 

50 -f XC-a-T^c-e r bB-2mRNA(0Se»CA-f 
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5. 0kbpfc2. 0 kbp<£#^lMX£tO2:30) 

CD^S<fc0^ofc o ^ffi§K*<>fc-&-T£c-e 
rbB-2 mRNAtf>It6IC/Vf y-f XT^D- 
fc£-0 5. Okbp<D#^filKX-C/\*>F 
#»ffl£tlfc. A- 4 3 1 fflfiKSVvrtt, B382*frT 
^fflT€T^ofco j3-7^>mRNAOfca&K::/ 

f£c-e rbB-2mRNA«)iai:;W^U^X 

tt* aueSH^-f>lC-a-T^c -e rbB-2mRN 
AOSatC/W^U ^-fX'T^'bO^ 5. OkbpO 

*£j£<£D* SK-BR-3lffljJ&t;JU 9J6^Kc-erb 
B— 2mRNAm&&m&%%<nV&Z£t*mZ>* 
[0 0 6 9] 

[33&0S3] ^afilfr^V^^SttK^ 20 
c-e rbB-2I^EGFI&Mt^#U^D 

[0 0 7 0]laft:tLm c-e r bB-2itfeT^ 
&<DC**g&# (C*Sl4 7^yKffi^J: 1 24 2- 

1255) *mm?z>?y-¥#v2n--3-)m&tiLx 

pAbl (T4 8 8 1) (HJ K> • A'-f^lMXVX 
ftgj) c-erbB - 2®£?^gfiO*:J--1£ 
F*-f> (75 /ffiE^I: 8 6 6-8 8 0) £^T£ 30 
^■y-^U^D-^l/gi^^bTAb- 1 0t>n>*- 
>--tKX>XltJ» £fcc-e rbB-2Sfif 

tMff:tlTSV2-6 1r (r^lz-fltiS) 

t*^t>C0T*0> VX3£<0#j£ [Masuko, 
T. , et al. , Jpn. J. Cancer Re 
s. , 8_0, 1 0-1 4 (1 9 8 9)] £<k9ffr££*l 

[Green, M. R. , e t al. , J. I 40 
nvest. Dermatol., 8 5 , 2 3 9-2 4 
5 (1 9 8 5)] &mm?$>$iEGFR*:;?U-±)V 
ttifttLT. RPN5 13 (77^tAttS) 

>&mVtc%<DT!ft&2ilT#K). I gG 2 a 

*rr£fcoT&&. ±&&ftmz^irt\hm&mm\z 
[oo7i] ft&mzmc&vft&mMofcfct&m* 
sK~BR-3mmtA-4 3imm<omm^m^o so 
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[0072]© o-^taftossMRtf ssia 

R-3lfflJ&£> A-4 3 l«S®<h£, JgiTCPigLfc 
yt % 7£V?U-*)im#$:tttfi t Ltc l , EPS. 3 0!ffi<z>B 
a 1 b/c^v»>X^5^0^;i^-yic»«-> KTcD% 

\Z\&F C S 2 0 0 \i I (n=3) £01/-:/ 2 

fCte 2 OteKSfgLfcRPMI -1 6 4 0Jgift<Z>2 0 0 
til (n = 5) ^-^3tCttlfilS7U-RPMI 
-1 6 4 0Jgifi*K:^£n£l 0 6 @0>SK-BR-3 
«HJ!& (n = 6) ^4fc»SK-BR-3^te 
fc«i:oTP3K$nfc2 0fgffl«Sa<D2 0 On 1 (n = 
11) *fe^;i/-^5»Z^A-43 l«JBICcfc0iS 
S$nfc2 0fgStg^O2 0 0/i 1 (n = 5) 
nZn&^Lfc. m4®B0&$W£(D&5\zVTfttii 
o£. fi0^, y;W-^llC«FCSO^CD2 0 0/x 1 
^;V-^2tC«8 0fS(cS«IUfcRPMI -1 64 
0&ifiGD2 0 0/z i £> ^;V-^3tCHlfil?S7»J»OR 
PMI - 1 6 4 0igfS*l;:*&£tl£10 6 i©SK-B 

r-3^is^ 9)v-^A\z\tsK-BR- 3mm\z^ 
*DTmmznrc8o&M&%&o2oou i£, sty 

5 \ZUA- 4 3 1 fiBJfitdJ; O.BWSnfc 8 0 fgfi 

js^ffi<0 2 oo/ii^ ^n-^na^bfco 3 a<o&. 

^yxfrZftrokm&c-e r bB-2»£^®&£E 
G F R K#-r£tt# CD##<Z>«^£fT&5 fcfc<D&«Etfc 

<D®0*j£IC«EoT, »lt&gli£b£SK-BR-3*ffl 

sat a- 4 3 immfrzomm®mmx\m&i>mw 

$4 , CT3^iS&10/i l<D#U^n-^;i/jKfft 
*/^D-^;Wtri#XK^MS (JEftWXlkffi : n o 
rma 1 mouse serum) iWC'O^ 

[0073] ^*tt»K^oj8*ss 1 wmm m\z 

[0 0 74] HUB*. A«SK-BR-3«iJB©ir* 

mm**®* B\*A-4 3imm<o5mm%ifr*><D* * 

JiffAb-l^ l/->bWU^n-WtiftpAb 
1&, W>c^y^D-^tfL«:SV2-6 1 t 
W->d«*55^y^D-^ft^GFD-OA 
-pi 85-1^ V-VeteEGFRK^TS^y^ 
D-tMftRPN5 13^ *fcV->f»±NMS 

-en^n^fo soAic^tt^Mfeoz^w 

tt. SK-BR-3«^WW 2 P-Cg^Lfc 
c-erbB- 2Jte^fecr)^a;«^U, 0CDB 

(c^lt^||fe0^HJ«. A — 4 3 lmti&ttMVafrZv 

5 2 PXgai.fcEGFRfi^S«j0^a:»^ 
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ft (0©A©V->f ~^->h#JD . ftt>3IVVX> 
Ftf^Sl 8 5 0 0 OOtfTSlMXTibD. s 2 P 



[0 0 7 6] W%, SK-BR-3«||ia© 3 2 Pgfl© TgiStlfcc - e r b B - 2fi£^ £ UTSISSn 

=W— K F >t*;V#*v*3S*^-r fc. H8d!>/X> FjWKc - e r b B - 2 fflg^Sfet/ 

*7pJ*D-±;l'ffi&ic-erbB-2ffie^g!8j© £n-:f ^fiftTftgttSSSnfc. (@©A©W- >a 

a^H^-f>*^-r5 ; E/i'D-^;Hn;ft:S.t;*5! #JI) . SK-BR-3iMSaCJ;t>TSISSnfcSffi« 

WCt/^P-tM^GFD-OA-p 1 8 5 - IB mK\z£9ft&3<tlfr V/fr—?*) 1 llEfflY??Xi 

tfelCiH^Sl 8 5 0 0 0£*>r>c-e r bB-2gfc D#£ftfc#iJliimi, c-e r bB-25a&fg4&ib 

->a~W->d#B8) . EGFR©«H&fl-F JO A©W~> 1 ~!/->k#JS) . 'J >&fcSnfc 

*^>£Strf£$aEGFRtt#ti, NMSt4<^C A- 4 3 18883©' * Pg8©ilg*Ttt, A-4 3 1M 

*5fct©gfi£fc&ttKsi*fra>ofc ®©a©w- B k * o th« b&siSisaKreftfta n&v o x 

>e~^->f#B8) . A-4 3 188S&©' 2 P ;U-^5) ^6S^nfcJiJfilf«*^©t)CDtt, #T»1 

g8©*S*-C«. c - e r b B - 2&&?mmz-^lt 7 0 0 0 0 S§o;t> F£Kft*ia#£369IS-e:& (0 

*U>»ftA>Htt. c-e r bB-2jte^S«IIC^ ©B©W-> 1 ~P->n#!D . £©M>FttEGF 

TStrifrm&tBSnfc^ofc (m<DB0)U->a^U R£&&T*ffiEGFR^/?P-±;V£W*:2:E£bfc 

->d#fl§) . U^b. 1 7 0 0 0 (MDftTSettoU U>ltftEGFR£NCttB£Bab6n& (0©B©W 

>&fcb£EGFRtt. ttEGFRftttCJ:9ftattM ->b#]R) . ZOiffr-fX Oi^HftlS 

bfc <@©B©V— >e#JS) . tt, ^?fi2 0 0 0 0£lf:3A>F£fcftaEitS31i: 

[0 0 7 7] tfS2@>K AttSK-BR-38BJ&©#«| 20 ft. ^©/t> Hfflftiltt^fc'to^oTHJlH. S 

K«J#&©, BiiA-4 3 lMB©##Ht%W»&®, ■£ K-BR- 38JS&t SK-BR- 3 lc«t OPISSnfcil 

tt-e*i©ft«E«:»£*bu i'->aiJt/^D-t;i' as*&^T!^Lfe2-3©))?»ji/D-^-;nfi:^©i 7 o 

S«;SV2-6 1t^ P-^btt^y^n— ^-;VStfr 0 0 0©#TMMX£#:3n>FlfttBfc<fcD c-e r b 

RPN513S, 1/->cIJNMS5, W->dHFC B- 2®&?*tEGFR®e?t— S5*^TT5^j§^ 

Sfc£oTfcg*nfctt]lil»*» k->e«iilg£nfc OittftBSnfe (HOBCV->ftl/->i# 

RPMI-1 6 4 0^ifilC<fcoTftS^nfcSiJfil«£, ID . 

w->f ~i/->htt^n^*isK-BR-3aijEi;i [0081] ®jaig®$^£jgfi«Etp©gegii&fc&s 

nsK-BR-3ffl8at«toTHK$n&2ofsgjg« ®-i8jjas#&© 3 2 pgis 

*MTC£9feft3nfctt*fll«. W->l~V->ntt 30 Mtt®ftft®MBICSK-BR-3iMM:A-4 3lM 

-en-?nA- 4 3 1 wmz^xmmztitcz ofg«n8 b&* 1 x 1 0 6 e/3 smmmwtBancjf #. u >«7 

^sacickD^^nfcRjfiiffli&^-r. «j-©rpm 1 - 1 6 4 owrcsiaMraHMt. 3 

[0 0 7 8] a©A»C*(t5HfcDHABlttSK 7*Ct?12, 2 4Rtf4 8l$ra©W, 5%FCS£"&tJ 

-BR-38BiS##«W>e© !, 2 PTg&Lfcc-er 1 m 1 O ij a^-^KDSifi (pH 

bB-2££?g&©&gfl:jB£jRU 0©BlC*»t-5 7. 4) (B*»3ltt® flr*HT a » PI (18. 

H&D*f?ttA-4 3 lffflj&##&*>&© s 2 PTSI8 5MBq/ml) T-f >*a."<- F bfc. «3iatt4 , CT 

UitEGFR®fe^^#i©ftaa:is*^-r. sfca&a -isracia. ^ft«i©@t?^sn&S)»s®is©i 

«^ST-*-©^H^^to-r. m i wmitLrc. mm®. (imi) sa 
[oo79] o*©c mmmrn tmmLtxo^mitto* i2ooox g -cio 
to o 8 o] am. sK-BR-3»isa© 3 2 pt^© 40 ^mm^mLx^vrc. j ehxmmmmKR.ifmm 

fiSTti. nms, Fcs©#is-£bfc-?^x^e>&e> is©2 0 0 m 1 zfii&jmvrctbizffliittntvtz. 

nr^Mm. r p m i - 1 6 4 0 *s«T^ft$nfc$tJk [ 0 0 8 2 ] ®- 2 anEsg«p«jt«sisit>sa»r»T-5 

m> rva-4 3 1 TOt £-DT$%mntcmm%$m [ s 5 s] s/x^r >m 

fc*Dft«^.n^iliiffitt/*^Stt^S8«>6n3S;^t3 Jffl8a©^©i9BfcSK-BR-3SBfl&i:A-4 3 180 

(S©A©l/->c, d. eRlXl~n#M) . * B&£ 3 X 1 0 6 <@/ 6 0 mmW.<D&mzm%* 88JB£>' 

fc. EGFRIC^-rS^&y^n— ?-;P5t#t>l^fiHC«tt X^r-f >tFCS£^*»V^5 1 ^>7U-©RPM 

^Sft^^fe (a©A©l/->b#M) . SK-BR I - 1 6 4 0 giTC 3 ®ifc#g, RJ£ilirc:/t''f 

-3UB8& (£Mk-73) Sr«4bfc6t!E©-7^X*^# a^->a>t4Ctl:i0at^c. *-LT*n££3 

^nfettjbflStt. s 2 P-Cga38U&SK-BR-38B8a 7 < CT?2 0St^4 8^BB (SK-BR- 3888© ©K. 

©8B)ia»»%*^©^<©u>Kft;sa^apfl:JS$-ii- so x\n smm (a-4 3 imm ©pa. 1. 5mi©i 
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%FCSmm^y-4 >7'J-RPM1-1 64 0 
#|C [ 3 6 S] yXf'f> (3. 7MBq/m 1 : ~ =l 

VTz. tttttt8ftb£Mffik 41CT-I$|gcDr«l> ±IB 

(i. 5mi) fe^fcm^co mj&mmwitmm 
rnxo^KM* 1 2 o o o x g T i oftm&bftmL 

[ 0 0 8 3 ] @- 3 £C0ftg£tf$KJ& 10 

±ffi<3>- 1 - 2 Tffr£ b fetttttteft tfcSK- 

BR-3llBfcA-4 3 l«l»fr6«>*»*»«t«« 

[0 0 8 4] *tf)i|g&> 3 3 PtWlftSK-BR- 

3i»BtetA-4 3 imi&<DmM®myo*8imvTz&m, 

3 2 PT««Ufcc-e rbB-2l£fg«I GB 1 
0) GFD-OA-p 1 8 5-1 t 3 2 PT 

■HlfcEGFR*aEGFRjR#ti<HU<, MB 

SBBtSttc-e r bB-2»e^*tft#fc±oT 

-BR-3*fflB<bA-4 3 1 MfifcioTBfiStlfcJS 
mm** 4t>©*ic-e rbB-2Jte?Slft»i#tl 

[0 0 8 5] *fc [ 3 5 S] ^Xx-f >«BUfc«IB» 

3 0(c^-r« 

[0 0 8 6] S3gl^ AliSK-BR-3^Btf)ifflB 39 
#*MW>5<!K *ftBBSK-BR-3»B©*8i» 
*n*n©*Mtt»£a*>U W~>attNMS 
V—>blt*U^n-^;Hft#Ab-i*, 
cli*^D-tMt#pAblfc l/->dtt*y* 
n-^;i/£i#sv2-6 l r*» v-^efctwswty 

^D-^-;VSi^GFD-OA-p 1 8 5- 1 ^, 
*i«"T. ^fcv B©At:***«&0=ftHitt, SK- 
BR-3MB»J*4trfl>&0> C 8 5 S] vX5^f>T*Hg£ 
bfce-e rbB-2«e?a«©*KitlB**U H 
©Bfc*»*aft€THftHItt, SK-BR-3*HB<0$ 40 

[0 0 8 7] *BJ:?K [ 8 6 Sj ^T^>SBgn- 
TV>5SK-BR-3JfflBIC:fcV>T, 4^SWJic 
- e r b B - 2iS^^ftta^^ifflB»«^+©^S 
1 8 5 0 0 0©/t>F&H£Lfc (0OA£>l/->b- 

*■) o NMSIJ [ s 6 S] yXf^>^b/cc - 
e rbB-2»C : PSftT?**ilt**bT^5/ , C>F 50 



SHJEUft^ofc. [ 3 * S] S'X'r-OBttSK-B 
R-3«Bte±oTlllll/&««Ktt»L&te» * 

erbB-2 fift?£«fc*ft"S 2 U ^ n-±;V 
mm$* NMS <B©B©W->a) fcjfc«b&&#, 

<OB<Dl/->btl^->c#M) . t*L&a*&IBB5t 
£gat^c-e r bB-2lfefi^/^D-t 
Jl#t#s V 2 - 6 l r t+JSWo^y-^n— ^-;va#G 

FD-OA-P185-U1 *<fc*-l 1 0 0 000^ 
: 3 t «*'b^»»»&A>HftiWt»*«fc (BOB© 
U->dtU->e&m . Z<Dt$%\Zc-e rbB- 

2 X£?£4M£3a JWS K-BR-3 BBfcio T 

[0 088] @-4&8ta#tSK-BR-3SHB<>:A 
-4 3 1«iBtCci:oTPaLfc««at© [ 3 5 S] $/ 

A- 4 3 l^BtCctoTS^UfcEGFRIISSei:^ 
©^SJtR-r^fcfefc, [ s 5 S] yXf^>Tgi 
lifcSK-BR-3tA-43 1IBB£5 X#>J7£ U 
;V7^ l«y;W*«^fcSDS-PAGBJ:D»«fUfc. 

[0 0 8 9] SMBfc^T. 

[0 0 9 0] »4B+* ABSK-BR-3HBS, £ 
fcBteA-4 3 HBBlCAoTIMlb*:****© [ 

3 5 S] >8B*fiffP 

T©ft*tt:l*©IS*ft«f. l/->A©al*NM 
S £jfflB##fe©EJfc£> l/->A<DBtt*«W©c- 
e r bB-2it&?]gte ; ey^D-^;|/^GFD-0 
A-pl85-l t«B»«ftOEJS*» V~>A©c 

^D-tWGFD-OA-pl 8 5-1 
K«*, -£tV?n^To SjtU->B0att«[EGFR 
*y^n-^*tft#tBB»«*©E«fc l/->BO 
b teRE G F R^y a-j-)im&t<D%mWiOR&& 
-^n^n^-To MlrglODA^i5tt^M&DHftBJ«c- 
e r b B - 2 Gft^Zrftftttc - e r b 

B-2S^^n&S&Jt£*U HOB^ttdA 
fcOfcHWEGFRft, Hafc*^HIttEGFRM*a 

[0 0 9 1] ±fBB<fcD. [ s 6 S] i/X7-i>£th 
ICSK-BR-3 nBOfiKNSST GFD-OA-p 
1 8 5-n?ft«a«t*^>Hlt J:0^U7-fc& 
ofc (HCDA©^— >d#JB) . 5%#U7^U;U75 
Hy^SDS-PAGECiot, ***©»ft«fe/t 
>H»^I©**SW1 1 0 0 00fc&£fJ-g£nfc. 

ro5H^fiAU lOOOO^SS^Pl 

1 0^:A*bfc. 
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[0 0 9 2] «aJ8#ffP<P©c-e r bB-21£fon 
> H tifc«bfc £©A'> F©ft#tffi£tttt*g# 
&<. p 1 1 o ©-:}©*£& t>©^fe*ttT«3m 

- e r b B - 2 S£Tg«J©«Offifl- Fj*-f >£^-T-& 
9J©K c - e r b B - 2 fifeT / & B -±)V^m 
T?»SSV2-6 1 r£^fc££*>Hl£fc«e£;W§S 

nfc. #?sa*4 2000 *-b"3/t> 

n (0©A©W->d#jS) . -tnttNMSCitJT'b 
tfcfflSnfc (|g30©A£B©W->a#I?) . *^ 
±ffin>F©f68!Sli. g^Pfl©^>^3L^- 

F£Jifcb;fc. A-4 3 1iffl)iafcJ;SKes^Ttt, # 

ftii5oo ow^-rx^oEGFRHJiges^ 

[0093] 

[*J6pj 4] c-erbB-2 ^^nm^mmt^m 

fflflattlC^-rSGFD-OA- p 1 8 5 - 1 ©2&S 
SK-BR-3ffflJSl*<b. A-54 9aBJ®». PC-9 

aiiEttRtXL u - 6 swm&m^T. ^m^j v n 

-tWGFD-OA-pl 8 5 - 1 ©JHESSS& 
©#*S£&*fl/fc. 

[0 0 9 4] ±|3A- 5 4 9 MM* (t hWfifflSa* : 
ATCC CCL185, [Giard, D. J. , e 

t a 1. , J. Nat. Cancer Inst., 

5 1 , 1417-1423 (197 3)]) tPC-9 
MMt (t H8$S»iatt : [Kinjo, M. , Ok 

a, K. , et a 1 . , Br. J. Cancer, 3^ 
JL, 1 5-2 3 (1 9 7 9) ] ) », c - e rbB-2 

mern^mvx^r). ^itLu-eswam (thus 

ffiffliatfc : [Y ama d a, T. , e t a 1 . , J p 
n. J. Cancer, Res. , 7 6 , 9 6 7-9 9 

6 (1 9 8 5) ] tt, Hfte?083ie>tt»C£jQt9!& 

[0 0 9 5] ±iB4S£i©8a&ft£5%FCS£^£rR 
PMI-1 64 0^«P©2 4«>x)VyW-h*ICfil^ 
fc. SK-BR-3«BiaiLu-6 5ifflte«4. 5X1 
0 4 i/>>iMffiSl:. *fcA-5 4 9MJBiPC- 
9*ffiffitti x i o 5 fi/<?x;i/©sgS»c^5<t5«A# 

jfi#GFD-OA-p 1 85-l©100^g*MS 
Wfil 0 Ojtgge/ml £&£.fc5l;:l)n;L. 2 4. 4 
8 Rtf 7 2 BIIJONH >*a^- h Ufc. ^3 

4, 4 8Rrx7 2«fm©ra^>+a.^-hbfc., -en^e 

(«ffl£ : T»*fc. «BB&»©£fitt 

S3lslfT»r?fc. 
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[0 0 9 6] *0>|£*&£5HIUK-r. KB*. *8 

(1) U.*&m<D*z/9 n-^-JV5ift:GFD-OA-p 

185-1 ®&attMn*ic*t-r«MAat&. «s« 

(2) «:s>hn-JV0aBg££t>-r. ttttB 

[0 0 9 7] KB*?), i'n-^ttffG 
FD-OA-p 1 8 5- ltt. c-erbB-2i!6T 
®ftf&58S"r*SK-BR- 3«fit A- 5 4 9»8g© 
10 -f>thD-C©liSI*#aiC«lfiIUfc. Sfc. c-er 

bB-2S67s«ftni;<9m-r«Pc-9«BoA 

n&#***Ci2te*9fc. l/*UtiP&. c-erbB 
-21fiT*ftaai/W»Lu - 6 5ffllB©j£&tt# 

jfflOT y * D-±/mt*TH*ii*rc*a3S»t> fc. 

[0 0 9 8] ±iaft*.fc9. c - e r bB- 2jte?jg 
#GFD-OA-p 1 8 5 - Hi, -OtfFdlCfcttS 

[0 0 9 9] 

#588liffl ; E/?n-:h;Vgt#GFD-OA-p 1 8 5- 
l©-f >K hnttM&MgSOfcftlc. 9UM#«>51t 

[0 10 0] ¥Lffij£# ttctt) *&#&»MEJ| 

so £ 1 o y >T-@£bfc&. B£ffiia©$ * n > 

Lfc. ABCfc&^t+v^-lfSa*, &&SSfi£tE 
-tWGFD-OA-pl 85-lO20(igia 

[0 10 1] *®|gft«. 9LOft«®jHiilftfc*a91 

©tt c-erbB-2 afi^S^*/ £ D-^AttttG 
« FD-OA-p 1 8 5-1 t©!B^S)Sbfc«gmtb 

[0 10 2] SEHiD, SliiS8«t*36fi«)t^ 

[0 10 3] L#>Lfttft£. lE^rfi^tt^gP^^^^ 
y-ifKfiftlCfe^T*^^©*/ u—)-)Vm#-GF D 
-OA-p 1 8 5- HC«S-&Lfc*»-3ft. SIC #^sfi 

^ttajSa«©ffi^»i»!ltbT«fflT?*5C:t*«W 
50 5. 
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l&mm 

[0 10 4] SS^f : 1 

mmo&t* : 6 0 



«ftS^ftB^: doma in 
?SF6Efig: 1 -6 0 
tm&#fehrc1]& : E 
E*i: 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTG 6 0 
[0 10 5] E?U#*t: 2 
mfl<D&t< : 5 7 

miom : 



10 



20 



(iHm : d oma I n 
mE&W : 1 - 5 7 
<m*&fehrcjj& : E 
E#I: 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GCAG GGAGCCG 5 7 
[0 1 0 6] E99S^: 3 30 
E?0©gS : 6 0 

umom : &8t 
«©»:-*« 

E?n©ffl8 
Ej*j©ft» 

l*tS*^-rffi^: doma 1 n 
: 1 - 6 0 

«Ffa£ife£Lfc:*ifc : E 

mm-. 

GGTGACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCCACTG TGGTTG 
AAGT GGAGGCAGGC 6 0 

[0 10 7] BBJWt: 4 
E5fl©&3 : 6 6 
&M<DM : &6t 
&©& : -#«g 



£«£DNA 



I"f12*!-: domain 
: I - 6 6 
fS®£ifc£Lfc;58; : E 

am-. 

GATGAGG ATC CCAAAGACC A CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 60GATGAT6 
6 

[0 10 8] fiSJUS^: 5 
E*l©&3 : 6 0 
E#I©I! : ®te 
8©J& : 

E#!©»S : «&©RK ■pjsfcDNA 



ftSS^TiB^: doma i n 
1-6 0 

mm-. 

TGGAGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 

C0i] mmm3<D<2>\z®.\,*frttt>nr^ ^y^n—)- 

ft*>3 S D S - P A G E 0)im-Z$> 5. 

[02] ^ss^3©<2)tffi^ff*t)n&» xwn—r 

ttfcSSDS-PAGE©^-?**.. 
[03] 5IJB0S3©<3)-3JC^ff*tonfc, S'XtM' 

>gss u &ausis*«!i t t ©&a©tfi# t ©as 

E*:©fe*S^-r0ffilC^t)5 S D S - P A GE©?S 

[04] ^jsw3©<3)-4fcf£^ff>6tt>n&» &mtm* 

tSK-BR-3iBI8atA-4 3 lifflJfilCfcoTiBHb 

e?5FfiTT©^«asiEJ£:©^*S^-r0tSfcf^toS S 
DS-PAGE©5?gt*5. 
[0 5] mmW 4 fc«V>fr&*>ttfc. c-erbB-2 

[06] §HJS«a|5l::S£l^ *5gWtt*©-f >fcrhn*SII 

tt^s©fc«e)©ftaai^0^^£ajssi*©B®sa^ 

©fc&lfefilc«k0£fT&ofcl§S£7K-f\ £«J©ffi*ffi£ 
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